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mm^] mmm 

mm(D^m nmmmm ( - ) ^rna ^^oi^^^^i;^- 

[0 0 0 1] 

#^ f -5 , izM-t^ m^^mm^ izm^^^n^ m^'f-mxm iz 

[0 0 0 2] 

^^if^mAX' ^^^^ m^-t^ 3 1. itm^xmm^£umx ^ s = m^^^mA-t 
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[0 0 0 3] 

Bi#'i7-f;i/>^^^^-(AAV);&if;b':fe-5)o i:t;t3t-t, MRL PET^ b 

^4 jiT.^^ ^X'i;-f;i/X(HSV)/<^^-, aav, hiv 

^ if B $ tie <fc ^ (C ^ o feo 
[0 0 0 4] 

HSVtt5^fi#M^(^WMSi5(gangl ion) {Cit-fe^ ^r^At" :i ^ti'^V ^ ^ ^ tti'^ 
#^$ttTV^-5?b\ l§^a»®.^,T'^®y{)^3^$4^TV^e(Gene Therapy, 1995 ,2:209 
-217)„ HIV=b#MW^^^-r'g> 3 i::^)^?iB$t^TV^S (Nature Biotechnology, 
1997,15:871-875) *\ ^>f';i/X>y ^ A^^lfAS tl'g>^fe^i|£±(Z)M:*'^^M'e$7^ 

[0 0 0 5] 

AAVtt A° - ^ > y > ;^ (Exp. Neurol ., 1997 , 144: 147-156) J3 J: r/S 1 y (X ^ >r ) (A 
SGT meeting,1998,^g|l#-^692)^C^V^T, JPrn^RlC-ggM $ tlT -5 

[0 0 0 6] 

fy^'^mv^^ tm^^nX\^^^iMtnre Medicine, 1997, 3:997-1004)„ LA^L, 
[0 0 0 7] 

-fe^^-r 'i^'Y;i/;^^©(-)OTA'^7-f ;v;?>tt^fef*:icjf A^ti-s^ii^i)^ 
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=b , s 7b^ tc V N mAM^^mm oy^mm. & ti -5 ^ h ® ^a.?^. & ^ l t v ^ -g, „ 

[0 0 0 8] 

mmiim^ L^ot-t^ mm] 

[0 0 0 9] 

^ ^ ^ ^ - i: L T it ^^t^iK C J3 V ^ T ^ ffi -5 -fe > -r -r ;i/ X S: M V ^ T a 
[0 0 10] 

[0011] 

(2) (-)mfiM^^;i7.^^ '^i-iz^^n^mmfi'^^^m^^^^ti. (i 
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(3) ^mMB'?'^--Mmzmm^^i:^. (2) izmm(Di^'^. 

(4) nmmmti^^Mnm^(ommx'$>^. (d tf^^ (3) (D^^rM^izm 
monism. 

(5) (-)mRNA'i7>f ^^y'i7-r;i/X^{cMt-'5.'^^-l';i/;^T^e, 
(1) ft^i^ (4) (Dv^'r4^*^{cSE«®:^^S, 

5) {cfH«®:^^> 

(7) (1) ^^^3 (6) ®VN-rtl*^{Cfa«(Z)^S^{Ci U, 
[0 0 12] 

[0013] 

^ y '^7-1^;i/X?JfC0(Paramyxoviridae)C0-fe > "i'^^V:^ (Sendai virus), n 
n. — :;!7 »yX;b^ii'-^;U>^ (Newcastle disease virus), ;t/5. < ^^If^^ (Mu 
mps virus), JS^^i^/^f (Measles virus), RS'i' (Respiratory syncytia 
1 virus), 4:^ii7-Y;i/>?. (rinderpest virus), i/;^.-?- ^ (distemper 
virus), V i^ >f (Orthomyxovir idae) (Z)^ > 7 ;i/X>1f "t; 

;^ (Influenza virus) , K'i7^;i/X?4(rhabdoviridae)(Z)7K";lg'ftP|:^ij^'?>r 
(Vesicular S), H^^sW'i^ (Rabies virus)^;<)'!^if ^ tl-g) = 
[0014] 
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[0 0 15] 
[0 0 16] 

$tlTV^S (Hl^<25j^9 7/ 1 6 5 3 9 -^^M) o 
[0 0 17] 

^fe, ^^5fc-fe>3f>r 'i7>r;i/X>f y AT'l±J^<Tfe, DI:$3^^^ (J.Virol. 68,841 
3-8417,1994) ^i:*©;f^^'?-r;i/X^, -^^Ltc^V dr^j^ 

[0 0 18] 

5 ffi|iE# 2001-3042121 



dff 3p 10-204333 



t»-5it^^^i:li, M, F, fettHN5t^^T'fe^„ ^ CO J; e» J^^-^^^^H 

«^!^^«gE{c^#§$tiTVN^ (mm^AmQ 7/1 e 5 3 8##M) = 

i tK/ 1 ttHNiie^ ^ ^ $ -ti: >?fV A & # -5 ^ ^ - $: -5 r 1? ^ 
[0019] 

[0 0 2 0] 

{C, 6(D^|^®J^SiSc$:W-r-5BB^fJ$:Jf A-r-Sr ilTb'^M* LV^ (Journal of Vir 
ology, Vol, 67, No. 8, 1993, p. 4822-4830) „ mALt^^m']^i&^^<D^mAlt. M 
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[0 0 2 1 ] 

r<Z)J;e>^#'f4§:$yMLT, #^m^(Z)il^d^#A 

[0 0 2 2] 

. m-^mzit, ^^m^j'^^i^^:iiiti^-^mx&^. ^MM^^tLxit. w 

J: ^ T >^ -fe > XDNA-^ U ;Kif A © cfc -5 i: <5 r ^1 oTteT' -5 o 

[0 0 2 3] 

^Wi:B(Do^iZMl.^Z.t-fy^t>i!}^^X^^^ (Neurosci. Lett. ,1998,240:69-72) 

o m^x. ^(D^z)fj^^o:>mmm(Dmmn^m<t:Li^iz. bci-2^Hco^j3a5E$: 

^t^mmzm^r^mm^'^^m.^^^mAx^^a ^^m.^^izi^m^^y.^'^^ 
^5:M^•r•^>^le^?:Mv^4^^^. mm^^-oxm^yj-^^M^mmn^^^tim 
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[0 0 2 4] 

^^m<Dm^iJ^(DmAti^-^m^MmtLXit. lih, -r^::^. ^>yh, r?'^)'^ 
[0 0 2 5] 

[0 0 2 6] 

"^^mmizuw-t^-t y^^^4jv^ (sev) (Df^m 

SeVfe^nnvy hpUC18/T7HVJRz.DNA(+18) (Genes Ce lis, 1996,1: 569-579) ®frj 

5ta^^;Ri953bp) izm^mi^imhim'^(miyif-rjvtirr^(.iG)m^mmuL 

pUC18/T7HVJRz.DNA(+18)(Z)0J|^^^NotI5a^Sfe{C^A 1/7^(01) c gE^C^:S'feS 
(Genes Cells, 1996, 1:569-579) ^C^Aev^, LLCMK2MSa^3 J;I^*^WillP^MV^T±«E 

-r;i/;^$:tglJRf -Sr i:7i'^ffi5f$7t (JiATIife^)^^ > A^S(GFP)it'e^$:l8^i•r 
-5SeV$: rGFP-SeVj , )S-^*;i/^ on^*-ifil>gdi-$:|§3^t--5SeV$: rsiy-SeVj 

[mmm2] rcpp-sevj (Dm^L-^tifz.^immm^^<Dmm^(Dm.u 

8 ffiiiE# 2001-3042121 
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':f=y7s h-vm(IMR-32)feit>*fci N®^U^:/^X h - ViHJiS(A172) V>fe 
= PCl2MflS©^« tii^i^lg 5 % {c S J: e) {ci? vifiivt <fc t>*^ jfii^f ti -f 

GF7S)$:i|i|ii;g:^)':50ng/ml{CJSi-g> j:e>fC^iDbfeo t: h ® - U X h-vM 

iDbfe*:^$:^ML^o t bO^U^T^^X h -"TM (A172) ®^«{ClilO%# 
'^7i/jfilW$:-^ti»MEM^^ $:MVN^o 
[0 0 2 7] 

PC12^(Z)^^||^li, ii[@6cin:/l/- b{C105M(7)mS:NGF$:^ti»^;^{Cffix.3 

•eiia^$fe?ffLfeo 1 yo-^/e/jfil^f T;b:/^ ^^r-^tJSOO/i lODPBStClOeplaque formin 
g unit(p.f.u.)^^^i:e)lC rcFP-SeVj $:#f? LMSSlC*II;t> m;«)^fg!^L^ 

v^J:e)^c2o^^^'^7>r;^x$:^^$-&fe„ mm^. -zrx^-vxz.'^^^^^mx. m 

fla$:20ra^«Lfc, ^3tll^.M^^TT'GFP©m^ L T^o 

^, rcFP-SeVj 7b'!PC12MfC^§^L$fflJiSf^T'GFP<^m5t$:#g-r-g>r il^SS^L^ 

„ n> ^^-;l/<Z)GFPil^^^%'^^L^v^SeV^§^^BafeJ:D^#^^SfeMT'^i^^ 

[0 0 2 8] 

IMR-32^Jia^a:#10cm:/l/- MC3X 105M®m^m^®^^{Cffi;t, IBffe^ 
«bfeo :©«^CDmiS:^6Xl05M^M^=foy, #fi^^S('n.o.i.);<)^10{C:;&§ 
J;e>fC rcFP-SeVj 1 % "^7 i/Mr > Sr-^tJlOOO l(Z)PBSfC#f^ L 

-t^-f ;i/X$:20:9-r^i^^$-li:, m^^;^T'12fe j:t>*36^K^«§:^f o feo ^3^11^ 
.^'^.^T"eGFP®^^$:M^L;t„ 12^M^T'tt, rcFP-SeVj 
^CJ3V^Tm^*^ig^i?)^tlfeo 36^ra=^^C^±M#:(^)fE&^C^^g|5^^CJ3V^TfeGFP 
0)^%-iS^mi^^t\>t=.. I3> h^-;l/©GFPJt^^$:'^^^L^V^SeV^§^$iJISi3 j:t>* 
we lim^ §: ^i?) S r ii c fe. 

[0 0 2 9] 

A172MtCj3V>T*)IMR-32MJiai:|lI^^:^?^T'M5^$i±^o TGFP-SeVj 
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[0 0 3 0] 

rcFP-sevj it^mm\'^r^\>^im(DmiL^tir^nmmmmi^^mmL. mmm 

[0 0 3 1 ] 

[^jsM 3 ] ^^yh oi^i^mmm(Dmm 

(DMEM50%,PBS50%)AU hiC^Lfeo m%^mm^-i£±izm^. IN0X#4tr 

y-ty h 2*?:MV^T>gWm^2:iEc^J^C?{)oT-W^J IN0X#7t:°>-fe h Srflgj 

mz:j3 ?>i.mn ^^mLmm. m^^^^tj^m^mzm^i^i^y^v hxm(D 

f^HMJC^Lfeo mi^mUmrX. IN0X#5tf>-fe'y h 2*$:«V^TM^^®® 

mi^mmj:. u ^ »j m l32°c xmm l fe. l ^smi cd#iimt 2 

^^bfco 3o#r^#«b±-^f ?:i^*bfc„ mMmmi^^u'^rnvr^j^^-^^ y^m ( 

AA°^>1.5U, ^;?.5^>r >0.2ing, 'i'i/jfil^T;V>^^ >0.2mg, =1 - ;?>5mg, D 

Nase0.1mg/ml)$:5ml^«l;^, 32°C IS^^KM b fee 5^^#lC«KMm^ b feo 

U20%'ff'^7 2/jfil?tAU?§?K$:5ml^jnx.fe. ?*M^{C32°C IC*DM b A A>r > 
^M$:5mI:ffU;tJg{C15^^raMb7^o 5:S^#lC^Mit^ b fe., _h-^t}*^+^^JC^ U , 

1 0 ffilEilt 2001-3042121 
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l^4?)32°C{C?ai?)TfeVN^^>j>ilT']@yi>(1200rpin, 5:$^ra)b^c _t^f $:i^^DMEM(5 
%«i7Vjfilif ^^^>*5%>f?'^7>>Ifil^&-^t^)$:5ml^IIA.«#LM$:iS<^L, faxE®^ 
#T -e 3i>[iv ^ o ;^ „ Ji^t ^ 2m l (DDMEM (55^ ^ V jfiim ^ j; ^ Jfll^t 5: 

ti)-^mxm.WLf=.. muwitm^^y-Dfcmm. ^sst^iisxioeceiis/miT'^o 

[0 0 3 2] 

[|l5gM4] SeV®|!Jf^MMSS/\(Z)^^'f4(Z) rcFP-SeVj {C<fc§5S^, 

ll;^M3{c<tu#pjti?tiaf^Jij|fflj3a$:ii:^i ocm:/i/- h±T'3 er^^^ufe 

= ±^f5:IS^*L/, rcFP-SeVj ^ 1 % T;I/ > 5:-^tf 1000 l<Z)PBStC 

[0 0 3 3] 

[^mm^] ^-^)v^u-^-^'M^^{Km\:Lvmm^mm.X'(D rsiy-sevj 

[0 0 3 4] 
[0 0 3 5] 
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[0 0 3 6] 
[0 0 3 7] 

y-SeVj ^m. o. i .-fy^blZ fji^ ^ ^ iZl%^ i/Stmr JV-f y ^^tilOO fi l(D?BSmWL 

= -e®^:^, rsiy-sevj ^m'm-^-^r=.siymm^mmo)mmntim<m^^nr=. 
„ rti^i rsiy-sevj miymm^mmizm-mh. mxik^^^^mi^r^^t.^^ 

[0 0 3 8] 

Sly-SeVj ^m.o.i.*^0.1fei;OJl.0fC:^S J: SfJCiroii/e/jfiiif r;b>^'^ >$:-^t?10 

o;ai(DPBs^?gtc#fib, m^^^jmmLtcLsiyum^mmizmm^^ j\y:^^m 



1 2 
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[0 0 3 9] 



(nmol MU/mg ±^y/^^M/^) 



Sly^i 








53 


lEm 


m^mm 






276 




m^mm 


Sly-retro 




911 




m^mm 


Sly-SeV(m.o. 


i.=0.1,24^r^) 


15,900 






Sly-SeV(m.o. 


i.=1.0,24^r^) 


27,100 




mwmm 


Siy-SeV(m.o. 


i.=0.1,48^r^) 


21,100 


Slyi^i 


m^mm 


Sly-SeV(m.o. 


i.=1.0,48^r^) 


32,300 



mH^^^-t^OiC rsiy-SeVj ^^^fflSS® I8^»l±> 15, 900—32, 300(nmol MU/m 
^n^^-if $:|g^$-&^«-^(Sly-retro)tt911T'feo;to SeV^^^^McfiT' , . 
[0 0 4 0] 

3) ±fB2) x-m^ntcLm^^ rsiy-sevj mm^-'!fjv^u-^-^^mmm^ 

S:MV^fet7x:;^.3^>>^^ ^v^-i- >yiC#fcLfe. -e®^:^, rsiy-SeVj ^^^-y 

&m-t^. m^^zj^i&^^cDz^cD-^tyA^mti^m^^^nr^. i&^^M(DAy f 
it. jE'^mm^mmxtfci:^ h 0-i^''jy^u:^^~ifmmz^m-t^^yj'^^Mt 

nmm^mmxitui^^nr. rsiy-sevj mm^-ifji^^u-^-M^mmm^ 
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ms^\^i5^zf rsiy-sevj mmi3 --^jv^ u~'$r-if^^mmwmm±mm'^izM 
mit rsiy-sevj mmz^^ p-'^)v^u-^~'^^mf}'^'m't^^t=.mz. uw 

[0 0 4 1 ] 

rsiy-sevj m'm^-'!f;i^u-^^--^^mmm^mmp3m^iz. uw-a/n 

[0 0 4 2] 

8-10M^B-6 ^ ^ (D^m^ cfc y 27GO?iMlt $: « V ^ T TCFP-SeVj L 

tmm^nr^. rcFP-sevj ^«tt2o~30/iihL, ■^(D^nmmc^tn^ 

•^-r ;i/::^iS:«i~i.5xio7p.f.u.T'feofe<, =i> h n-;i/i: LxcFPit'^^^:-^^ 

mUliJ&iE^l^fC-WfrLfeo SI#:m)^mM.^TT'GFP(Dm^^M^Lfec TgfP-S 

evj m^3B^(DmmmmmKi3\,^xmm^£GFP(DmM'^U!^'^nr^o "^(DjEmm 
^mmm^Miti^z.tfi^m^^^t^'orc. ny hu~;vtLXGF?m^^^^t.fji 

V^SeV, PBS$:a#L.7^Vi7^iJ{CfeVNT«m3^$:^«bS^i:;5)^m5l^'5i*^ofe„ 
[0 0 4 3] 

immmi] ^mm^mmmM^<D rcpp-sevj (Dm-^ 

14 2 0 0 1 - 3 0 4 2 1 2 1 
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) -^"^y., 2) "yv Vkm^^f^o 
[0 0 4 4]' 

StCH^^ FU;i/T'lt:Slmm(^7A:^iatt, ??g$:&3.5mm:fe2.5mm(^||KSP^^fefC^* 

^;^#t$:mv^T rcFP-SeVj 5:1.5 ^ L ^= mm^^m^^Mh. GFP^^Jg 

y -;i/T^xu >^>/^°^K7^)^^mL/fef^^^cJ3v^TGFP®^^*^M^?)e^tlfec 

$ ^{Ci^^#:#ie^mM$tl^Sm®||t^{CfeVNTt;GFP®^^j5)^^i?) Pjtlfec 
[0 0 4 5] 

3<Z)M^, rcFP-SeVj lix''^;^fli®#Mm{C^gg-r-5r 
[0 0 4 6] 

2) h'eiiiEfii?^>;5^b>J-|lI*'5&U, iE5Stc?SMCAlfI^®il#:||H5g>f>fia 
\z rcFP-SeVj ^rig^mjfe'So #:mi70gta^(Z)^ >y h ^^MsS^, iE^^^) 

^$:&3.5mm^2.5mm(7)||^gP^^fe{C^*^>;#f•§:MV^T 
rCFP-SeVj $:1.5/t ItS^Lfe. gflm3H^{C|gmL„ GFP<D|§ii$:ii^feo -^C^) 
M:^, ^^2.5mmig^-e?SMCAlilMfiSfMT'GFP(D|§Ja7b^^«?)^4Xfc= ?SM# 

#6H^T'=fo, GFPcDigjg^^t^flsm^m^fc^ j;t>*isfit^s;§^T'^«?)^4a7to rti 

[0 0 4 7] 

[^J6M8] /s-^;i/^' □x^-if^av«^;x(siye'^;?.)® rsiy-sevj {ci 

1 5 miiE^ 2001-3042121 
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(DV. rsiy-SeVj iiSly^^y^ (J.Clin. Invest. ,1989,83:1258-1266) ©flg^lC 
[0 0 4 8] 

[0 0 4 9] 

^n^mz. mmmizm^^^mxt^ztti^-^mtyst^r^^ 
[01] 

GFPiS J: a«Slyit^^^ if (^)^5fejte^^S:^tf#M-fe > (SeV) <D 

-f"^^-^- 2 ^m^^X. ^Mm.^^(DO^F^?CmzXi^mi^> pUC18/T7HVJRz.DNA( 

+i8)motimmzmA-t^. 

I 6 ffi|iE# 2001-3042121 



#5|2 10 — 204333 



[02] 

GFPmm'f'^m^i-^zy^^^^jv^i rcpp-sevj )^m'^-^'^t=.^^:^mx^(D 

[1113] 

S\ym^^^m-t^'\zy^^ rsiy-SeVj )^mm-^'iir=:Sly^^y^<D 

[04] 

A : Slyit^^SrW-r-S-fe^^-f 't7-r;i/:^( rsiy-SeVj ) itT^iSly Vi? 

) $:5^t-M»T®©W;H^T'fe-5o B : A ® |||g?^>t®Lorbacher^{C J: ^^^^^T' 
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[01] 



EI® 
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[02] 




2 
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[03] 
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mm] 



aifE4^2 001-3042121 
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<^^'»# • mumm> 
mmxitmm] 



595155107 

mmm^ < itwrn^^-^ i r s 2 5 # 1 1 

100102978 

mm^.±m^m^ 1-1-1 m^o < e 

100108774 

^M«±?irf5^PBT 1 - 1 - 1 IW^O<litf;i/6|5g 



1 
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in m A m m m 



^S'J## [595155107] 
1. ^W.^MB 1995^11^ 10 

ft m ^:^mo<{imMw^iTS2 5#i i# 
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